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mm^] mmm 

o 

Fn:^7^D>, 5^^Fx5^n>, $;?t,Fn5^;^ Fx^^n yy }^nyt.^yt;yt 
>. ::f^:;^^jny^ :t^i/:^:^y^uy. :^i(y ]^u:^~rj ny. yjv>^^i/^yt. 
7=-uy. i^nn^^x Fx7^n> r±^-h. i^'rJuy r-fe^^-F, t^^I/ 
:5iFn>> x^>^v^D->«/. :7^if/}<-;K :r^-!^>Fnn>, 19-7A/^XF 
X7^D>'> y;L'X^>Fnn>, a:^;i/aix F itJ^Vil'jKl^ F 

^S^<fcU^«tiS 1 %U<li2JS<Ji<3D>ft:-^%*jtli-e®^'t?fe§»^]S5BB^ 

o 

[ff^:^i 0] LEmmmi^^r=.\,t^(D^-^^WL^mmi^t=.\tm.^7h^miihxm. 
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C^:^:^i 5] r>Kn'^>^^ffcTir-;^h*s:^5^n-r fist:/ Kn-^f^^^ 
J: y otitis 1 %b<l±2je^±0'ft;-^igj^fe«^<Z)mT'&-5»^:Sl 5 

o 
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a 

S 1 % L < 2 (D-ffc-^tf * » ^ ^ ^^if*tg# b > S ^^IH Jig CO r > K n >f 

[«^3S2 7] 1) T>Kn>5f>^^^T^f-::^h^7^li-€-(^Jat2) LHRH^# 
#:feJ:t)«*ftr> Y^n^ymti'hm^ttx.^ i =feb<tt2®^b-^e©*fc«^(Z)m^S: 
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im^mso] 1) XX hn>?f>^^#:rrr~;^ ht;ti*-e®mi:2) lhrh^^ 

[11^^3 2] LEmmm^t>^LME^mi^r-d-:7.hX'$>^m^m2 0. 21, 2 

2. 2 3, 2 4, 2 5, 2 6*fett2 9 VNrtl*^l«fH^CO?^0^o 
m^^3 3] LHRH^^f$:T:l-X h:6^U n.-r^n l/U >T*&S^^;^3 2 83^ 

[|f*:«3 4] LHRHm#^fc:^)^LHRH^^^T^'^^f-X hT^fe'Slt^:S2 0,2 1 
, 22, 23, 24, 25, 2 6 ^ Tbli 2 9 V%-rtl*^ 1 ;SfH«®?&)ge^a 

#CT3f~X h*t?&S®^]S2 0, 2 2, 2 4*fett2 6V^•rtl3!)^l:^ffi^<3D?&0 

x-5^n>, ^pn-xxhx-rn> r-fe-T^-h. ^f^-yn^ r-fe^^-h, 
S/;ihn>, x^5ry^yn-;K :7^ifjK'-;K :t^i^>Kno>, 19-y;b7^x 

^*S^J:yillitiS 1 *b<li2aJt®fb-^%*fc«^0!)lfel?&Slt^^3 5 

^#rdrxx h-rfe-5^^:S2 0, 2 2, 2 4t.r:L\t2 e^^-tM-^immmcDm 
mm. 
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v^b2oooing, i^r=.itmmmK-^nx^^t^msm2.o^ 22, 24^:^1^ 
2 6 vNftiTb^ 1 mmm(Dmmmo 

F'l4x;?> hn>!f >'^^#:rrr:n:;?. h-r&5M:^^2 1, 2 3, 2 5*fe«2gv^ 
^CDJS-efeS^^]g2 1, 2 3, 2 5 ^;ttt2 9 VNi'ti:^^ l^fH«0?&i^^^o 

[0 00 1] 

*^H^li> LHRH (^#:?^^jJ>;i/^>Scffi4>;i^^>) m##^i:r>Fny> 

[0 0 0 2] 
[t^!3f5®S^i5] 

'li£JI^5PM>i^;i/^>SttH>^>'^'E^ (Gonadotropin releasing hormone; GnRH (LH 

y (Luteinizing hormone : LH) ^^MMM^JV^y (Follicle stimulating 
hormone: F S H) t^^a^-^^m^mWl^. 't<Omm. fflPSII§J& if#IISlCt) 
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V >li5c^MGnRH0D2 0;&V^b 1 0 0#®?SttS:*L> f^lS^^WlC < V^>fb 

:^'ruy(Dm.^mtl^^miy^J^^X'i&-rL. mMici5\i^x\t3iy^hu^y(Dm^ 

m^mm:km> mmm. m^m^mm. ^'M^^mm. ^j^s-^^js 

[0 0 0 3] 
[0 0 0 4] 

[^s & s «) ® #a] 
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(1) 1) LEMmmi^ttcit^CD^tZ) T> Fn>5f>^^#;T::3-X 

(2) LEMmm^i)^LEm^^i;^r^=-7.hX'$>^mm (i) ffi^cDsm; 

(3) LHRH^^#:Trrnx h*';UzL-:/n l^Ui/T'^SlfffB (2) tH«®E^ ; 

(4) LHRH^#^i{t*'^LHRH^^#T>^if-::^ h-e&sitfia (1) mm<Dmm ; 

:^h'V$>^mm (1) SB«®ES; 

, i^ni2v^xh:^v^uy 7±9—h. :^7'jny r-fe^^-h. :r^J/:jihn 
x^yv'n-;!/, :r^if>Knn>, \Q-j)\y^y.V7.'Tn 

z/^ y;i'X^> Knn>, aQ5^;va:;^ h^y ibsKl^ h ^jb^&^SP 
J: y^lSns 1 %U<li2Jej^±©'fb'^%^}fett^0Di^-e&Sttfia (5) IB^OD^ 
^; 

-XhT'^Sttfia (1) tB«<DEa; 

(8) Ji^;V^>^#143^B®^l»*feli?^3RM-e&St&fB (1) IHigCDE^; 

(9) jj>;i/=E>^#ffi^s*^t&35^j^^-e&-5tsiB (8) mm(Dmm', 

iuffi (1) fB«(Z)^^; 

(11) ^iKc'teSgM*^^i^mM'7-f ^n55;yiz;i/-efeSttflB (i o) mmommi 

(1 3) T> Fny>^^#:r:r-;^ h^fcli-e®SS:-^:tbT;&§#^#'aiu 
(14) 1 HCDS^Si: bT0.001mg^v^b2000mgCDT> Fn >if >^^<$:r 
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7. V sr-g-^f sitfiB (13) mmmi ; 

=.7. hT'^SSQia (13) Sa^cDjUI ; 

(16) \^^ry\^u^y^m^r^=-ysViiy -rti Fnxtrr> Kn 

:^y^^Juy. -t^t/ :^ T.'ruy. ^ ^ > Fd ;?>-5^y n :7;L':^dp^>^ x-r-n 
y^ ^ uu^7.V7.7-ny Ti25^-h. jj^^yn^ r-fe^^- h 
n>. i/n-;i/, Fnn>, i9-y 

uMiiti-s 1 =feb< tt2jeAjb®^t:-^#*7^t±^(Di^T'&^itfiB (15) mm 

(DM ; 

(17) T>Kn'!f>gW#;r=J->^h>i)«#^:^7^n>r Fffir>Kn^f>^^#:T 
df-xhT?*SI&IB (13) IH^®^; 

(18) ^i^^-U^ F'KT> Fny>^^^rif->?. h*7^li-e®i^S:-^^UT 

(19) m:iimmmmi}^ry\^u^yiMm^^'^&^mm (is) iB^®5ig; 

mfi^ry Fn/f>M^'ffii:^ofe^, T> Fn>f>^^^?^T:^-x i^^ii-g- 
CDl&Sr^^Jltg^f S3i:^#iS:^f SttfSsM^©?^^^ ; 

(2 2) itlLt&i^{c^UTLHRH^##:*)feli^<X)J^o^^»i:r> ^u>fy^m 

(24) m%WfmicM b T LHRH^^#: t.r=.it^<D^<Dmm&t.r y i^uYy^m 
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(2 5) mm.mmi^MvxiMmmi^tr:iit^0m<Dm^Mii:r.:^hn^y^m 
(2 6) 1) r>\^a¥yMm^^(Dm^Bmm^Kry\^u^y^m<^r:^=- 

(2 7) 1) T> Fn>^>S^#Td-^>?> h^y^«^®:^^ 2) LHRHM##:fej; 

nmry l^u^ymiJ'^Mitn^ i %L<li2®<t;-^%^3tli-e®^^i:&^Slc 

^^s^-^-rstifiB (2 6) mm(D^mm 

(2 8) 3^r^:feV^b5^^Dil^S3i^^C^g#^S:^y#;^SB^fSB (2 7) mW, 
(2 9) 1) x;^ hn>if>lS^^ffi®?L!)^^7£:li^-'^^micx;^ Nn>!f 

(30) 1) XX hn^>^^#:T=fx::^ b^feli-^(Z)i^i: 2) LHRHSI^#:fe J: 

3L{c;t^»^^t-st&iB (2 9) mm(Df^mmi 

(3 1) 3^r.g:feV%b5^C[)«limS3g|^lca#mS:^y#;t-5ttf^ (3 0) mm 
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(3 2) LHRHSI##7&^LHRH^^#:Td':n^ hT^feStiflH (2 0), (2 1), ( 
22), (2 3), (24), (25), ( 2 6 ) * feid; ( 2 9 ) V^•rtl7b^ 1 IC 

(3 3) LHRH^^#Tnri;^h*'?U3.-:;/'Dl/U>7?feSt&l3 (3 2) |a^©?& 
'Mm ; 

(34) LEMmmiill^if^ULM^mi^r y ^ ^-^IX h ^ -S ttffB (20), (21) 
, (22), (23), (24), (25), ( 2 6 ) * fe» ( 2 9 ) V^•rtl;^)^ 

1 \z.uwi,(hwmm ; 

(3 5) ry Kn>!f>^^#Tif-X h:&^>?.^n-r Fffir^ Fn^f >^^#:T:1 
h-efe-StJia (2 0) , (2 2), (2 4) (2 6) V^■rtl;{)^l CIS 

(3 6) :^y'a^ \fmr>\^u^y^m^r:i-::^\-i)K Kn^itfT^ Fn 

:;i:;^^?yn>, Xt^d >, ^ > Fnx5^>^ n >, y)V:t^i/:^:^^n 

>, ^rnn-rx Fx-5^n> r"fe7^-F> :!i7^>^D> T-fe5^-h> jT^S/^ h 
n>, Xt5? >^ v^n->n^, r7^if}i?-;p, :t^-9->Fnn>, i9-y ;v-5='x Fxt^ 
n^, >^;i/Xi5r> Fnn^, x^;i/xx -;pfeJ:r>V;nKl/ 

1 %U<li2je^_h®>ft;^%^7£:tt-?-®3^T'&St&tfl (3 5) fB^ 

(3 7) ry Fn^j'>^^#:T=r-x h*^#M5^n-r f«t> Fn>5f ;y^^^T 

dfXX h-e^§ltflB (2 0) , (2 2), (2 4) (2 6) V^■rtl*^l ^C 

(3 8) ry Fn>f>^^#:r=r— :^ F^fel±-e®ifeS: 1 HtC0.001ing:^V>b200 

omg, itr:iitmmmiz^Hxn^t^mm (20 , (22) , (24) * 
(2 6) \t^-tnf)^ 1 KmmcDmmm ; 

(3 9) XX Fn>if>^^#:r^rnx h^ij'iXT^n-f Fffi*feli#X7^n-< Fffix 
X hn>y>^^#:Tdr-X hT*&-5t&IB (2 1) , (2 3), (2 5)^;tti( 

2 9 ) V^•rtl*^ 1 lClB«®^^i^^S : 
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(4 0) XX bn>5f>^^^rr?~x h*^ nLX\>^V:t-JV. xxbn>> x 
T'^SitflB (2 1) , (2 3) . (2 5) (2 9) V^-r4%*^ 1 K:i3^<^?& 

[0 0 0 5] 

L H R Hm##:i: LT I* L H R H^^^fcTiJxx h * L H R H^^^T > 

LHRH^^#:riJxxbi:bTli, hy-b^>h li^-fX LH 

RH T:^^^^ : n> h^/t-e/:^ T> K Z'? -X'^^^ "5=--^:^ (Treatment wi 
th LHRH analogs: Controversies and perspectives) Z/'^JV^jy /ty 
V^yt/yi^ ^^JV—-:f (The Parthenon Publishing Group Ltd. )|g^f 1996 

^] , #^51^3 - 5 0 3 1 6 5 -^t^^, #ll¥3 - 1 0 1 6 9 5#, 7 - 9 7 
3 3 4#feJ:t>*IM8-2 5 9 4 6 0 #45f^^iflC|B^StlTVNS/<y^ K!IS*^M 

(Pyr)Glu-R^-Trp-Ser-R2-R3-R4-Arg-Pro-R^ ( I ) 

i^rp^ R^liHis, Tyr, Trp^ feld:p-NH2-Phe$: ; R^JiTyr^ fcl±Phe$: ; R^iiQly 
*3t«SmS&^bTV^T%<J:V^DMOr^ >^M^IIS: ; R%Leu, Ile*fel±Nl 
e& ; R^^Gly-NH-R^ (R^«;^C^M^^*feli7K^»t:^b*fc«Wb:&VNT;V^;i/ 

^) , nh-r'^ (Vi^itymm^. r^jm. 7i<.m&^^-r^%i^<itmhf^\/^r)\y 

^fciiit^u^ (-NH-co-NHg) ) ^mtl T'^sns'^y^F^feii 

[0 0 0 6] 
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t.'VCD a-D-7 ^ iM> D-Leu, lie, Nle, Val, Nval, Abu, Phe, Phg, Ser 
, Thr, Met, Ala, Trp, a -Aibu) J& if A^ffl V% P>tlSo ^tci. R^lC^(tS«m» 
tVXlt. m^lttert-:/'^)]/. tert--:f h^i/, tert-:/ h ^^r ^f- 

V:f>^jv^ hy^^;K 2-^-75^ ;k > Fy;i/-3->r;i/, 2-ji5^;i/>r> 

tert-::f5^;^;5)^MV^e)tlS„ 

^ (I) T'^$ti^^>^5^ F CJe^T> ^-i/^K (I) tH^fStS^^A^ 

853,837#, 1^114, 008, 209#, ISf 1^3, 972, 859-^, ||H#s^||l,423,083#, 
S/-7=-f • • if - ':h2/3':h>n/ • TitjT'^ - • :t >^ • -if-fx^x • :t>^ 

• • n-^-f "5=->y K • TsT^^V • yi":f • T:?^ U (Proceedings of the National 
Academy of Sciences of the United States of America)||78#, ||6509~651 

[0 0 0 7] 

Kzf^\^ (I) li, ^*b<«TSB®^ (a) (j) ®v^•r4^A>T*fe'^>o 

(a) V ^~^UUV > [Leuprorelin, ^ (I) {CfeVNTR^ = His, R^=lyr, R 
^=D-Leu, R^=Leu, R^=NHCH2-GH3-e&S'^ F) ; 

(b) rf-^Fl/U^ (Gonadrelin) 

B 

C K>f ^yi^|^^2213737#] ; 
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(c) :f-fel/U> (Buserelin) 
Ut2] 

C(CB3)3 

C^H#fiF04O24248#, K >f #fiFl|2438352-^. #^Bg51-41359#] ; 
[0 0 0 8] 

(d) h U:;^Nbl> > (Triptorelin) 
Ut3] 



^CO-ai« - Vrp-Ser-^r - Vrp-Mu-Acs-Pro-OIy-NHs 

C^Bf#fFll4010125#, #^HS52-31073-t3 ; 
( e ) d"-fe 1/ U > (Goserel in) 



C(CB3)3 

O 
I 

CH2 

d" ^ICO-Bis-ircp-Ser-3>yr-«B-ca*C(Hi:au-Arg-»ro-Ha-llH-CO-liH2 



E 



C^H4fffS4100274#, 4#^BS52-136172#] ; 
(f) (Nafarelin) 



0 ^ cO-Bis-Vrp*8«r-9^r-irB*CH-CO-L«a-JUrg-*Pro->Glj-llH2 



€82 
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C^ffl#ffll4234571#. #^Bg55-164663#, #B§HS63-264498#, #liHg64-25 
794#] ; 

[0 0 0 9] 
(g) }^:;f.hVVy (Histrelin) 



H C 



CB2 

cT "1CO-Hi»-Trp-S«e-9!5r»-HH-CH-CO-li«tt-Ar9-Pro-IIH-Ca2-CHjf 



(h) y^:x,UUVy (Deslorelin) 
lit 7] 



0 " cO-Hi8-Trp-S«r-!Qrr-Trp-'teu-Jlrg-Pco-IIH-CH2-CH2-KH2 
B 



C^ffli^ff^4569967#, ^H#f|^||4218439#] ; 
(i) :?t7^l/y> (Meterelin) 
lit 81 



G 




O cO-*Bit-Vtfp«'8#r-Tyr*XB-CB-CO-i:i«U'-Ar9<-Pro-]IH-CH2-CH3 

CB3 

B 



CW091 18016] ; 

(j) Ut/\yVy (Lecirelin) 
Ub9] 



I 



O w>-Bl«-Trp-S«r-5Pyr-0-{3-CH3)Val-teu-lirg-Pro-IIH-C2H5 

C/<;i/^-«^ff^897455#, #|gHH59-59654-t] V> P>^lSo 
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lalBbfe^ (c) - (J) ^C^V^T. ^ (I) (DK^JCmmt^y^ JmitD- 
[0 0 10] 

||4,124,577#, 1^^4,253, 997#, |^||4,317,815-^T*|§^$ t^fetjCD, feSV^ 
C^b 1 0 ] 




CflCCHs)2 NH-B 

CHa (CHz)* j-^ CH3 

NH-CH-CO-MH-CH-CO-M-CB-CO-NH-CH-CO-NHa (II) 

(D) 

(II) iiBSiat- Sci^i^^^S] *;ttt^®i^*'5Mv^e>tlS■. ^ (II) lc^v>T, 

xti^f^ b<Ji'T-h^t Kn:7U;i/?!j;i'ii?^i?-^ K> ^ t L < li(2S)-7^ 

feSo Btt^f^ b<l*>f y:/ntf;i/*efeS. '^^^K (ll) *nSJSt_hCD 

tiSa zicD<fce>:feigi:bTtt, (M, J^^, mm, mmtj^E) , :t«im ( 
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mm, mmm, ^/n^^, mm, zfu\^:tym, v^)zf)\y:tummtjiE) ^ 
EiKDm.ii'^m^^hn^o ^^^f (id omt. ^^\zn±h<\%^mm 
mm, mmm, ::ij\^m, mm, zfuif^tym, hv-^jv^umm^jii^) t.(Dm. 
-^feSo ^^^K (II) (^mt. mzn^h<itmmt<D^v:&^„ 

[0 0 1 1 ] 

^:/^K (II) ^r^it^(Dmt. m^L<itTm<D^ (d ~ (4) t-^So 

( 1 ) C^IJ-COMBCH*COD2!fal-D4ClPhe-B3Pal-Ser-MHeTyr-DLys(Nic)- 
Leu-Lys(Nisp)-Pro~DAlaNH2 

C2) C^!lcOHBCHjC0D2Nal-D4ClPbe-D3Pal-Ser-NHeTyr-DLys(Wic)- 
Leu-Lys(»isp)-Pro-DAlaJie3 • m (CHsCX)OH) 

( 3 ) NAcD2Nal-D4CiPhe-D3Pal-Ser-Tyr-DhArg(Et2)-Leu-hArg(Et2)-Pro-DAlaNH 
2(4) NAcD2Nal-D4CiPhe-D3Pal-Ser-Tyr-DhArg(Et2)-Leu-hArg(Et2)-Pro-DAlaN 
flg • n (CH3COOH) 

t&fBb;fe^ (2) (4) *^*fe«^^5m%%a^t-= ^:/5^K (II) 

^r=.it^<Dmt. •^^izm-t.LKitmm (i) ^t^i* (2) i?$>m, *ftcrtie> 

(II) M;%.li#M5p3-101695 (EP-A 4 

13209) , • • :5l5*'f ' ^^XhV- (Journal of Medici 

nal Chemistry) , 35^, 3942M> (1992) ^i^izmm<D:Bm^^^^itZ.nKm 

[0 0 12] 

'^^\,zitLHRH<Dmmi^'e:^?>W:mv^^'f^\^ (usp 5,140,009, usps.m 
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,835) , m'^^^'^^^^\^mmi^ (#||HH61-191698#45j^) . zm'\i^'f^ 
\^M^i^ it^^'-'^JV':t'f-:^'r^i/-f-J\^'^^^hV-Uourml of Medicinal 

Chemistry), 38#, 3265-3273K, 1993#) :&ifS:MV^SCli:=fe•^^^S, LHR 
H^m^fS^^t^^^-:f'^ KffifiD-fb-^i^ilL/Tli, #^Hg6 2- 1 1 6 5 1 4 
WO 95/2 8405 8-295693-^). WO 9 

7/1 4 6 9 7 9-169767 #), WO 97/14682 

9-169735 #) , WO 96/24597 
9- 1 6 9 7 6 8-!^) :&^fSi:tJ^e;?^-:^>^/ ^T'-i l/±J\^ ^^7. h U- 

(J. Med. Chem.) 1989^, l|32#, ||2036~203 SK^ifJClH^ 
CD-fb-^i^^ H & m V^ S r *'5T' ^ ^ o 

>S;;i/)-6-[4-(3-^ h^i/'!7l/'< F) >'i-;i']-3-7x-;i/S^:i:y [2, 3-d] IfU ^ 

i;>-2,4(iH,3H)-i;:r>, 5-(N-^>s;?;i/-N-^^>a/T^ y ^^;i/)-i-(2,6-i;7 
;i/::rD/<>j;^;i/)-6-[4-(3-x5^;i/'?l/>f K)^^— ;i/]-3-7a:— ;i/5^xy [2,3-d] 

try ^ s^>-2,4(iH,3H)-s;;r>> 5-(M-/<>s;;b-N-:)i5^;vr ^ y :ji5^>n/)-i-(2,6 
-t;?:7;v:tn/^>$;>Vi/)-6-[4-(3-x^;i/'t7 i/>r K):7aix;i/]-3-:7x— [2 
,3-d] bf U ^ s;>-2,4(lH,3H)-i;:r;y i^M^^i:**^MV^e>tl'5 = 
[0 0 13] 

T> \^uJfz/^m^r^=^7. V h x^xxt. x^^n^r K'l4r> Kn^f >^^«ct 

o 

:^T-n^ FiaT>FD>y'>^^#T=r-:^hiibT», T^t: FnxifT^Fn 
T^T-ny (dehydroepiandrosterone) , ^T^V^'.^Uy (testosterone) , V\l 
Kn-r>^ b>^-5^n > (DHT: dihydrotestosterone) , T> Kn X7=->i^:^> (an 
drostendione) ;feH®|:^ia'ffiT> Fn>5f >^ j:t>*^ ^ D > (Mestanolone) 
, :i^^i/:^^:^'rny (Oxymesterone) , :^ ^y \^n7s^ J ny (Metltandrosteno 
lone) , V )]/iir^i/:^y^7-ny (Fluoxymesterone) , ^ un^TsVT'.r'V.y 
7-fe-5=-— F (Chlorotestosterone acetate) , :^7'Juy TiZT^"— h (Methen 
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o lone acetate) , y^^t/:^ huy (Oxymetholone) , X^l J VU—Jl (Stanozo 
lol) , :7^if/i^— (Furazabol) , :t^-9->'Fnn> (Oxandrolone) , 19-7 
h y^.-T'Uy (19-Nor testosterone) ^ J > Kn D > (Norethandrol 

one) , h l/y — (Ethyl estrenol) , JJl/^^Uhy (Norbolethone 

So 

[0 0 14] 

Ji7.hU^y^mi^r::i^=-7shilhX1,t. 017. h^^^:^-;]/ (estradiol) , 
x^^hn^ (estrone) , h V ^-JV (estriol) ^ h*<Z)::^-5^n ^ F'tt:iiX h 

u^y^^i^7zi—:^h'.y^9-^Ji^:^hu—j\/ (stiibestroi) , e;x^;vx 

hn— ;i/ (dlethylstilbestrol) , '\^i2:^Fn— ;V (hexestrol) 
rjti£<D^m:r:y(.\^u^y (#X5^n>f Fffix::^ F n^f » ^^#:T:l->^ h S:M 

;i/ j;^ 5=- >f :^ F n - ;i/ ^ H 1? afe s . 

5/:7x>, TSE-4 24, S E RM- 3 3 3 9 ^ fctt S P C - 8 4 9 0 :&if S: 
[0 0 1 5] 



ffiltE# 2003-3026522 




#2 002 — 065734 



xit. m^it. (1) hHRHmm^try \^^ti^y^mi^r:^-:!^h ^^mm 
K.mnmLxm^n^^-(Dmmon^. (2) LHRHmmi^nry 

mmn-^> (s) LHRHmm^try^u^y^mi^r:i=-:^ht^m^izm 

m^tLxm^n^2m(DmM(Dm-'^^m^r'<Dmmm^^\>^x(Dn^. (4) 

2m<omm0m^^n¥m^x<Dmmn-^. (5) LHRHm#«:i:r>Kn>!f 

[0 0 16] 

mry \^u^ym^^x:^m:^:^hu^ymt.i^xit. x^n-r K'l4=feb<«^ 

>i-=3ei/73:>. TSE-4 24. S E RM- 3 3 3. 9 * (i S P C - 8 4 9 0 
^*(^ S E RM (selective estrogen receptor modulator) ^ ; ER doim regulat 

or^if S:Mv^sr^l*<-e^s*^ se>}cmT> Fny>^5 V^«^)^x:;^ F D-^f > 

^mi>'^^^nx\,^^&^rKmirmMijki^%m^^^^t.^'^x^^o 

[0 0 17] 

^mK^ii^^mry\^u^ym^^x:^U:i^:^hu^ymtvx},t. se>ic, m 

^it. sfxx^x::^ Fd-;i/> s;?x^;v;:^^;i//^::^ Fp-;w ^nnhurx-feu 
mm^f- \^.u^i/':fu^:x.^uy. S^^^^;^ hn-;i/, it^^^ n;v'7$^y^ > 
, iti?$/^n^n>, iC'tV-jv. TU;i/xx F b/-;!/, >5f>?.Fyy>, ^/t 

^>rx^>, -T^:^ Fn9^7 F>^ >^ ^^;i/7^5^-f ^ F, Fnn^$/73:>> x 



1 9 
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:^5^U F^iif® 5 a-P^5f^^-if 2lfi«^ ; WO 9 3/2 3 4 2 0-^{C|BSCD 
^tS^i©, W09 5/1 1 2 5 4-^{CfBS®'fb-^%, 4,7i8 -S^;* ^;i/-4-Tif-5 a - 
n l/X^5?>-3-;r>, 3-:t^y-4-Tif-4,7j3-e;;>t^;i/-16j8-(4-iJ^an:7xy 

e/)-5a-r> \^ux3tys 3-:;*-^y-4-Tif-4,7)8-s;:?i^;i/-i6/s-(7r 7^2/) 

-5a-T> Kn^i5f>J&if® 5 a-U'St^^-'^imWM i WO 9 5/07927 

# {cf (Z) f b-a-^J, 3-^ ^ y -4- T if -17 /s - (2 , 5- h y ^ n ^ ^ ;b 7 31 ;i/ - 
:j!7;i/>'i^>f;i/)-5a-T> Fra::?.^?? >;&if(D 5 a-i/^Sf^ i feg:tj?5 a-i/^f 

^4f--^2©^apiw^:&^) , m^^M^^ju^y^mm mi^it. y^^^:^^ 

y>, ::^U'K~v^n>, ^dt:f^dt)/y. hVTJ^i/ J uyistl^) . ry\^u^.y 
^ms.WM (m:^lt. Tif^'ruy^ ^hni-^J~;v^ l 7 a - Fn =3r^^- 

\^9^':f(Di[l'^milLXit. m^lt. WO 9 2/1 54 04, WO 9 3/2 0 0 
97, EP-A288053, E P - A 4 1 3 2 7 0 ^Icglat^ 
Mv^-5r ajb'J-e^, #:^7^n-r F^-r:^<^-fI:^#fi:UTti, m^it. #|gHH6 4 
- 8 5 9 7 5fcg§^S;}xfe (1 H ->f 5 ^y-;i/- 1 ^>f :?i ^;i/g^/<>>C 
4 ^^ir-Jl/mMi^. WO 94/27989, WO 9 6 / 1 4 0 9 0 fe<fc OTO 
9 7/0 0 2 5 7 izm^-^ntci:^ JIAV- Jim^^> WO 9 5/0 9 1 5 7{C|g 
^^tb^^rv^-^bM^^:, US 5, 4 9 1, 1 6 1 {Cgg^Stlfc 1 H-/<>>c-r 
^ ^ry~;i/^##:, wo 99/1807 5 lcMa^Sti:fe: i?h F^:^7df 

wo 98/37070, WO 99/54309, WO 00/78727, W 
00 1/30763, WOO 1/3 0 7 6 2, WO 0 1 / 3 0 7 6 4 3& if {C|§^ 
$tlfe'fE:-^#&ffiVN-g>^^*^T'^So ) ^if) , P^^/^-l- FfeJ:t>*^^y^>f F© 

i?tT> FD^r'>^i:bT^f^L/<ttfcf:;!j;b^5?^ F, y;V^^ F^iTT'feSo 



2 0 
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[0 0 18] 
[0 0 19] 

So 

[0 0 2 0] 

DA pca 2Hmm^£}£) ^^^n-jvmm^Lt:i]km^^tim^mx*mm-ts:i 
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[0 0 2 1] 

. r^t^ltZ. 5-1 1 ng/ml : Bli*^S:<f-f K' 9 5, jt^^) iC^g^f 
[0 0 2 2] 

ei; mMm ^ x x n > #^T^§I s ic j: u "t s d 

fe^;tlfx>^ 2 0-5 0 0 p g/ml : ISg^^lE;«3'-f K' • 

mmnmx'mm^(Dmm-^nM'^t\>&^v<itmB^(D3i:^hn^ymmiz 

[0 0 2 3] 

— jK655&ISfStJ^^, (^^«, Garnick,M., Scientif 

ic American, 270, p72-81, 1994; Garnick.M, Annals of Internal Medicine, 

118 , P803-818, 1993) jcj;U> MJig«)'14>i^;^^ > (T > Fn>5f :/:&t>*x:7. h 

n^y) KMir^m^'\&-k m:^itmmi^<omm<DmmK^^xmmmK) 
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o T % tr e» r ^ s o 
[0 0 2 4] 

> Kn^f e>^ld!tis 1 =b b < » 2 0^t;^%* feii^oDi^i: §:M#t)i±T'g 
n>5f ^^A^ej^titi-s 1 =bL< ii2®^b-^^*feli-e<^>^Si:$:iga■a•t>-e:T'^Mt- 
la^fey, *&0 . 0 1 mg;&VNb 1 0 0 ing/kg#:M, ^ L < 0 . 0 2 mgi& V^ 
b5 0mg/kg#a, $e){C^f* L/<tiO. 0 5 mg;&V^L 2 0 mg/kg^fcMCD^ 
H e> jiSi^vSC 3 T* ^ S o 

L) ^CfeV^r«, -iaJCo^LHRH^^#:Ti3'-X NSril^i^O . 0 1 5 
Omgmm. 0t.b<1>tmo .lij-^^Z Omgnm. j:y^f*L<li^0.l3&>e> 

ksKMh) {CfeV^T> -imtCo%LHRH^^#;Tdr::iX h SrsiS^KrO . 0 1 
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«»&l'-1000Ai g/k g/HT*fe-5. 

T> Kn>5>'>^^#:rdrn:^ h(Z)ie#fitt0.001mg~2000mg/'k g/H, 
L <lij^O. 01-500 mg, S e>tC^f * L<ti, /KjO.Ol-lOOm gSS'Trfe U > rtl 
Srii^l 0 l~4|HlfC:e-t:tT^^f -S» 

OIX hD>5»*>^^^f:r=f— :^ hCDiK^JIli0.001mg-'2000mg/k g/0, iS?* 
L<tt*<;0.01'-500mg, $e>{C^*b<tt, $?j0.01~100mggMT?fey, dtl 

Kny>^®®#Sli0.001mg-'2000mg/k g/H, * b<ttJS&0.01 

—soomg, $e>{c^*b<tt, $«io.oi~iooiiigSM'efey, rti&jimiBi 

~4[@IlC:$MtTig-^f 

JitX^ hD^>^®^-^*lj:0.001mg— 2000mg/k g/0, ^ b< li^O.Ol 

~500mg, $ bicif ^b< li, J^0.01~100nigS^-e$>y, z:tT,$:3imi H 1 
~4iaiC:9'l:tTa#f «»o 
[0 0 2 5] 

mtr:Litm:^:^hu^ym^i^^mm±&tzMLxm^o, 1^95% cw/w 

(1) (2) a)-^i^izm(Dmm 
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[0 0 2 6] 

v:tv^yi/yufji}£^m^^?>^m^t^mm. (3) mm^mm. (4) mmmm 
> (5) m^mm. (s) u-^-mmm. (?) ^iifi^!sg^;&^'®#^M^g$^ 

iiz:tie>2, 3m^m^^t>-^r:if^mm^r=ii,t,mzmmt^:iiiizj:^x. m^. 

^M<DM±. MMM (Disease-Free Survival) <DM-&. MM^&^^^tU^OD 

^^^U:^n'7-r$/>^ifa)"7^n^>r K^^iif) cDa#> (ii)^^I^W^#<z)fe 
'x^^Dtf^sit'fST, ffii^> Jffl^W, W^w. Die, ^iisj&afa)j:e>*5 

Mf^ffi & § ^ilff J: tJf (v) ^® #5|ffltffi S ;t i5 

m^^mon^ i^m^^^ti) , ^jasif^ig^ (boius, infusion, ^mi^^^ 

tf) , >gTfeJ:W^ (bolus, infusion, ^M^^^W , S^, Hs^P^fei: 



2 5 
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[0 0 2 7] 

So 

s3^jb'?T'^s„ 3®j;e){c, ^m^<Dmz:^nm<Dmmt.r:^it:^mm(DmmM 

[0 0 2 8] 

^mm(Dmmmit 

(1) m^mmizMhxLEmmmi^^t:ii,t't<D^^mMmn-¥i.. m^m^mm 

(2) 'm^nm\z^\^x\mmmw-^tz.\t^<K)'m.o^Mm'^^yy "^n^fy^m^ 
r:i-7. h t. rc\t't(om<ommm.t.%:m.^t>^x^^-t^ z. t $:#^iif sMst 

(3) m%m%izMhxLmEmmi>i^^r::ht^(D^(Dm^At.7y Kn^f>s^-«c 
r =r-x h ^r^j,t^<Dm.<DyMmAt ^m-^ty-^xm^ i^xmA^^-^^mA-^ b 

(4 a) 1) ry}^u^ymm^^(Dm^m^mmizry]^u^y^miiiirzi=. 

:^h^1tit't<D^^-^mmm^t^zt. 2) -e®^^^^«lHJ§(DT> Kny 

i^<it2<D^t^i^^t=.it^(Dm.^mm&n¥L. mmmmm<D7y i^n^ym^ 
m'^m:k\^r:im^itry }^u^y^mi^7:i=-:^h^r:^it^<D^^m^&^^^ 
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(4b) 1) T> Kny>^^#:rrrnx 2) LHRH^^#:feJ: 

mmAn^-t^mm u a) <Dmmmv$>^). 
(4 c) 3^ni^\i^v5^<DmmmMmz^-^m^m^jwpL^mm (4 b) <Dm 

[0 0 2 9] 

*\ mm.^^m^<Dmmt'^^t.^fz. mm^m^^^f)^miM\^tc) lhrh 

^^#:fei:t)f*a:T> ]>n>fymi)-^hm\tt\.^ l L < 2 cD-fb^^^T^l^^cDm 
®ig^lCiay#^> ^0^z:<Dj;e):&^(Z)T> Kn>!f>^^tt{Cj:oT, LHRH^ 
#^33J:tJf^T> Kn>?f>m*^e)^l^tlS 1 %b<tt2C[)'fb-a^i^^^tt-eo|g ( 
jS^JBSODr^' KD>?f>l^^ffi3?j«jl1t0j?iJia CM^iiLNCaP 104-SjjfflflM (Cancer Res 
, 54, P1566-1573), LNCaP-FGaM;&: if ] il l^/^;!/®^-^-) ^^■^•t<5j{)\ T 
y Fn>?f>^^#;r::l-;^ h*fe«-e®J^ (3lS«IBS^®r> Fn^;='>^^tt*^S^ 
©^JUS^y t)lSv^#-^ CM;^liLNCaP 104-R2MJ!g (Cancer Res, 54, pl566-1573) 
, LNCaP-hr$|J|g;feif] ) iS^f €>*^M^bT^y#^S^ ilfCi y , ltf5iB^JC 

BtS'^^^. ^*b<«6^^^^A^e>4d^, J: U ^3^* L < 1 ^jb^ 5) 3 ^, 

i y MA B (Maximum androgen bIockade))^?5^^ if A^'^7t)ti;fe^-^»|«3iJii^CD 
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m^mmcory \^u^ym^mt. mmcory \^u^y^(DE}:^-]&^^^:^m 

[0 0 3 0] 

(6) m%mmizMhXLfmmmi^^r:iit^<D^(Dm^Mii:r::x hu ^y^mi^ 
Tzs=^:;t,ht.r=^it^(Dm.(DmmAt^m^t>^x^^'r^:^ii^nmii-t^%m 

(8 a) 1) :ry^hU^yiSm^^<D%m^r:Lit^'^mmmiz:r,::x.hU^y^m 

ti§i=fe)b<ii2 oD-fb-^tj* b, mmmmm(D::iL:^ h a 

(8 b) 1) :r.7.hu¥y^^i^r:^=-::^h^t:i_it't<Dmt.Z) LHRH^##fej: 
tJ^mx:;^ hn>y>m*^6,SlifiS i % b < ^*2^D'fbA^fe*fc^*^®^&^:^^S^c 
^^AtS^i-SI&IH (8 a) sa^o?&!Ji^7?&y, 
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(8 c) 3 ^M:^\i^L 5^<Dmmmmmzn¥m^^vm^?>mm (sb) mm 

[0 0 3 1] 

{c^3F* L < li 1 i^*^ 2 i^oD 1/ > -3 r i: ^ S „ 

^fc ti;t^^im ^ li^^jIS© rex h n >^^tt7&'flt t o T v% § BTIg'ffi^^]^ 
mi)^^M^^Wt^o ZLO^m-^. U[Rmmi^(Dn-^^mi'ft3ti!fih:ny(.hu¥y^ 
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[0 0 3 2] 

^ziiK^'oxmmmM^mj^t^:iiii)'^xm^o 

[0 0 3 3] 

mmmfjii£^mmt.t:^\tmm^'^&rjtE<Dm^(DmMmm\zm^xm:^ir&zt. 
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nmrn^^timmm m^it. D-y;i/tfh-;i/. D-v>nh-;K mt-rh 

. ^-Y^^-ffi^s^i^S^fif (M. y;i//<- h 8 0 (tm) , hco-5 

^fe. MSB»jii. mmm m^it. vymmmmm. mmi-hv^ 
uify^'izji) ^^(D:^m. m^it. nmme o-ioo5i6#, mmme 

2-20181 6#, ^m^L4 -3 2 1 6 2 2-^. 6 - 1 9 2 0 6 8-^,- 

#ll¥9 -132524 #B§¥9 - 2 2 1 4 1 7 #11^1 1 -2 7 9 0 
5 4-^. WO 9 9/3 6 0 0 9 9-^45:#&ifjC|3«CD^^SlC«eoT|g3i^Sr 

ttffa®^S(ffiigM<?)tf»T*;, #JC#|S^4 -3 2 1 6 2 2#^C|H«$tlTV^§ 
[0 0 3 4] 

b<liB^^y ri~^n l^y » S:Jji&2 0%J5iV^L/7 0%(w/W), ^ b 
<tt25'-65% (W/W) , J: y iSf t b < I* 3 5 ^ 6 0 % (W/W) 
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> ^:nym. Vym. Mm. 7i<^mit'f- h V ^ 2^. yjv^-y. VPyis^ZJ^^ti 

h(Dm.tSt}^^miBhX%^\t\ ^e>{c:LHRHM#^ (Mx.tiLHRH^ 

mv rL-z^uuvy) (D^^itmtLx. rj\^-:r^y. -^^^y. i7:nym. x 
^uypT^ymmm-f-hv^j:'.. ^^^^.hvy. mmmyKMi- h v ^ j^. jku 

micm^^hth^/-^^:t^iy^M.mm3i7.^jvmi:^'^Ji^-^^^y. ':fuif;vA^ 
^y^}£). ^yt^}VrJVn-;v^ ^UU-f^J-M^. n •!^ if Sr^^lD 

WmMM^^ if 3b^^ v^ e> ti S o 
[0 0 3 5] 

'ftix^ic#i-^*^, mjimt: vxit7i^ipmmm^^^^tm^mmt>mmx^^. 

7jccff|g#&{c cfc y v>f 4^ n :;«7 iZ-fe;!/ Srig-r S^-^tt, mwy O :c h > & 3 
icH 3 ^1 s (D7Km^lzM^> W/ O /WM<^) 3 >> a > 

mm^mo7m^izm.^tm'kmK.x%^<. ^tomnvxit. -mz^^^sto 
m±hvtfi^i3it£). i^-(:tymnmm^M(^v:t^t/:^^uyv?v\f^ymm 



3 2 
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^XX-5^;i/ [Tween 8 0, Tween 6 0, T h^y^A^St-^]. ^V^^iyJi^V 

y\^^iymmmi^[Hco- 6 0. hco-so, ^^^^:^;ix]r^i£)^ ^§ 

zf u ^'^mmit/vm. & S vMi-x' ^'^^^ 5^ ^Jr - ^ - ;& if U ^ 
[0 0 3 6] 

^(^^z>izLxm^nr:L^>f ^ uij:f-^;vi^mMm&^\t^tmmbx^jui^ 

o 
o 
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¥*&#i:bTiji«lO . 5~1 0 0 0 /ttnKDlSTO'J^tf btl, J: y^f*b<tt^2'-'5 
©^M. il#'l45:^i£$-tir^^H"r'&tilicfc<, feiiAli, ,^2:&VNbl00 
[0 0 3 7] 
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[0 0 3 8] 

mit itmi 0 0/0~^4 0/6 0>{)W* b<> ^1 0 0/0'-$«j5 

m'Bi^itlt. D-#:/L-#; ti'^mi 5/2 5~i^2 5/7 5® 

4 0~^i«j3 0/7 0®|gSCD%CD3&'J?llMStlSo 

^ TfLm-^^V 3->!l/®M-^#:j (OMA^m^^Mit. ^3, 0 0 0- 
jii«rioo, 0 0 0, f^t.L<i,tms, ooo~,%6 0. ooo, $^tc^?*b< 

«^3, 0 0 0'-;^5 0, 0 0 0 ®t)(Z)*'5MV^e)tl'5 = 

4)-tscs mm^i^^'^Mym^^^^m it. mnmi. 2~i^4. o 

;&W*b<, $e)Jctd:j^l. 5~3. 5*<#{c^gF*Lv>, 

iif^J^) ^:feU7imi?j2 o~i^i 0 0 0 Atmoi (v>f ^^n^;i/) b 

<, ^ e>tC«;M;4 0~j^l 0 0 0 /imol (V>f^n^>n/) j5)^#lC^f * bv^„ 

1 1 0, 0 0 0, 7 0 7, 0 0 0, 4 5 5, 6 4 5, 3 54, 0 0 0, 1 8 9, 



3 5 
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0 0 0, 1 5 6, 0 5 5. 9 8, 9 0 0, 6 6, 4 3 7, 3 7, 2 0 0, 1 7, 
100, 9, 830, 5, 870, 2, 500, 1, 303, 5O40D15 UM 
® #:0-ijC jK U 5^ V > & S^Pi^K ^ b T >5f;WN° ^ X 5/ a > ^ D *T h ^ 7 
- (GPC) *^^i^bfe3KU::^^b>m#®^^SfeJ:tJ^^ffiLfed^•t5cMS:V^e) 
o m^U. -M^GFCmW: (MV-m. HLC-8120GPC, ^"ffi^^fi^ 
^Milf^tC<kS) , GPC;{7^AKF 8 04 LX 2 (BSfn«Xi§) Srd^ML, ^ 
l!r^Si:b•C^^^Ji^;l/i^&Mv^So tSgj^li l m l /m i nt?^Te>. 
[0 0 3 9] 

CoV>Tx&'^Sil, JffU^m Wmg ?: 5N^fe^/'r•fe h-h U;i/ (v/'v = 4 
/9 6) MIK2mlK:^«?b, 0. OlM o -n h U :7 a:-;i/tl K^S^'^IS^ 
it (ONFH) mW. (5Nm^/T-fe h - b U ;i//x^? -;i/= 1. 0 2/3 5 

/IS) 2mi^io. 1 5M 1 -x^;v- 3 - (3 -e;^^;i'T^ >':/n 

) -iU}]/r^V>( ^y^mmM^WL (IfU >:^'>/Xt5f>^-;i/=4 v/9 a v) 2ml 
S:*n^T4 or;"^3 0:9-Ml^$-&fe^^^$:@5S'rSc 3^?tS:7Kgfe (40) bfe 
T-fe hxhU;i/2mlT'^ML, 0. 5 m o 1 / 1 <Dx^5f 7 -;i/S>!K^'fb:^ 
y ^A^Ml ml $:ia^T 6 0°CT'3 Oi^MJ^S^iiT'So ;KOT$:1. 5N;?Kmb 
:^hU^A:?KS?gT'#3iibTYml 1. 5 NTKMihi- h V ^ ^T^mm^M 

m}lLX5A4 nml^ytmA (/cm) ^rM^-tSo DL-^^^sK^IK^ 
«m#^i:bT, Cm o 1 /L UtiJt*^^ 

it), ^feONPH^^;i/'ff:^T'D L-|L®?t: F^5>' Ki: bfe^l^® 5 4 4 nml|K 
B (/cm) f^Sil^. «^#<Z)#€5lK* (tJ^^A) -^r^^XDrnmo^ 

CCOOH] (mo 1/g) = (AYC) / (WB) 

^5 (JSi^T> r(©^^lci:oT^«?)fe^tS: )\/iJ''m^W,z.ii^i^}\ji^^V}\^ 



3 6 
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[0 0 4 0] 

mm^Ti^mm^ mmme 1-2852 i#) &sv^^i^^5^Ki:^*u^u k^® 

m^P:^:^'rMt'^mfJ'^<Dmm%im^^itmnM'^ (Encyclopedic Handbook of 
Biomaterials and Bioengineering Part A: Materials, Volume 2, Marcel Dek 
ker, Inc. 1995^)T|^5t"^^^ «>c Wm(D^A^<Dmm&^:^miZ2:^Xm^tl^ 

MAli, EP-A-083952 5 '^izmm<DMv!<^i&m&mKii'r Z n 

45t^<Dig5t^ (m^itmmmm.^mm^m. mmme 1-2352 I'^^j^mmm 

en 8 0, HCO-6 0, ?5j;i/>K^^^ ^;i/-fe;i/n t;i/^>®e^ b U 'i^A 
it')-hV^2^. v>-h-;K y;i/tfb-;i/, >^F^;i«i;&if)3Qiif i:^^^c;^cffi^ 

[0 0 4 1] 
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l/U>) M?^. LHRHm^#: L H R H^^^T:J-X ^ 

feil^li, l«IB?ajfeW^i&^^tCltlI^fey^-§^»ilbT, ^0.0 l«ig:&VM^ 1 
0 0 iag/kg#:M. ^SF * U < 0 . 0 2 ing;& V> L 5 0 iiig/kg#:M. $ & JCiJf * L 
<tt0. 0 5^lg:&V^b 2 0 m g/kg^S(^)^H;;&^e)3iJ[JS/St- 
[0 04 2] 

OkglCjijfb) JCfeV^T^i, — HflCO^LHRH^^^ L H RH^^fif: 

T^->^h> ^f* b<l*yrL-:;fn l/>;>*fc«-e©*a, J:y^*b<liI^^U 

-L--;fn l^y ^) ^Jl^,^ 0.0 1:^)^53 5 OmgSS, t b < ttJ^ 0 . 1 jb^ ^ 2 
Omg@|g, j:U^f*b<}i$&0. 1.5 mggS^^T^SV^^i|gpfeIP^^C 

^#-rtxtiJ:v%3 t&fHCDLHRHm^^ (M;t«L H RH^^^T rf-:^ 

b<ttUrL-yn i/y <fc*Ji!if*b<l*i^mUn.-yn 

eOkglC^b) }CfeV>T, — tmiCO^LHRHfl^^ (M^l^LHRH^^^ 
Tif-^h, ^^b<lillii-^nl/U>tfeli-e®:^. J:y^^b<ttMU 
a-yDl/U>) SrS^j^O.O l*^e)2 Omgg^, ^ b < li)^ 0 . 1 b 1 
OmgSS, i:y^f*b<«J^O. 1 *^e> 5mg^SS:^T&'SVM±Jg^p^{ca 
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o 

[0 0 4 3] 

(2) (MM. mm-^^E) {Cj^Sl^T. LHRHil##:fecfctJfT> Fn 

(3) LHRH^##:fea:tJ?T>' Kn>?;'>S^#:T:l~>^ h 

(4) LHRH^S^feJ:t)fr> Fn>?f>S^#cTiJ-J^ hil#OT;^3&^M^-5 

(6) LHRH^##:feJ:t>*T> Fa>^>^^#:T::l-:55. h 
t-S:iillCJ: y. Ad d -B a c kiK^}?)\'-5r|gt5&-S, 

(7) i^nKiammwis^nry \^uffiy^mi^r^='y^viimmmmt.^mm 

fSZliliCi:*;, MAB (Maximum androgen b 1 ockade) MWii^'^^ * S ^ if 
[0 0 4 4] 

Ad d-B a c lam^hJA. LHRHTrf— X FOD^-^ICJ: y jfecfJCDf^sJ?;!/^ 
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[0 0 4 5] 
[0 0 4 6] 

T li. L H R nmm^r > k n ^y^m^r n-:^ h t mmmm<Dn^^mitm 
hHRHmmi^-^^x:^ry\^n^y^miiir:=^-:^hiimmmmt^m3!f-^t> 

it. (1) LHRHM^«:feJ:tJJT>Kny:y^^#:T=f-:^hii^ffi^ig?ilS: 
llf^JC$§M^bbT#e>tlS#-®^M®a#> (2) LHRHil##:Sj:tKT> 

(3) hHRHmm^^^z^ry]>n^y^mi^ 
•e©l^l^^^^v^T®a■§^, (4) i^HRHmmi^i3^x:^7y l^n^y^mi^r 

4 0 ffiSE# 2003-3026522 
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[0 0 4 7] 

bTJfe-g>#^#'Klu5iJ3S^<Z)^l5& • ?^-^M> 3) #x-5=-n>r FffiT>Fn>?f>^ 

M'^(Dmmm. mmim> mi^m. ^^m. ^mm. mnM^(DWiMm^ 

[0 0 4 8] 

4 1 miiE# 2003-3026522 
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D dp n fcr>«/-fe ;i/ n - x^jb'SM ^ ti s o 

it^y^h-^j^. '^j:K9-rvym^'v-izvy. ; M^iiiKy 

^SS-fbMiibTtt^ mpnt':f}^^m. D-y;nfb~;K i^'fb:^ h y 't'A, 

^m-ffcMhbTli. Mi^itmMm^. ry.n;vifym. a - hnya^u-jvm 
[0 0 4 9] 
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MnmM^i^KMhxmo. 0 1 ;&vM^ 1 6 oms%> fS-^h<ltmo. 

^fM^tt. m> y^~y (Iween) 8 0 (T h^>^.A°'i7^*- 

^t|g. > HCO 60 iB^^^:fy}l^m) , !KUa:5^l.'>^ry *;i/3K 

m.. ^:^ymikxs^<Dr)\/ij^)^mmm . mmim m.^^v^)^h.. ^ 

mvv^vy. :^^jv^y^) , mmmmm zfuifuy^vn-jv^ 
^) > mm^m m. ':r\^^m. <yvjiv7/un-/i^) ^jtiftmz7i(.mBmM 

::i~ji:^ji}:^<Dmmmmmizmm. mm&^\fHt%ihLxm&.mmmizmmh 

[0 0 5 0] 



4 3 



2003-3026522 




n tf;i/iz;bn-x, jKU ^y>r-> so. ^;i/d — 

F6 8, ■fe;vn-xT"fe5^- h:7 4? u- n Fndp>>:/n tr;b^^;i/-fe 

(M, z:^fb^^5?>^) ^^*:;5)^Mv^btl•&o SPlS^M»Jli 

[0 0 5 1] 

[0 0 5 2] 



mfE# 2003—3 026522 




So 

^mm^o^mmm(Dmm\to .b^^ ow/v%, L/< 1^3 — 2 ow/v 

[0 0 5 3] 



tHBiE# 2003-3026522 




2 002—065734 



^mm7i<.mm\>t. i o o i 2 ixxD^i^x- 5 3 0 ^mmimm 
mzi^x^^^\ 

[0 0 5 4] 

Mxmmhxtjt^'^M^mMt(^^^v\*^o m^it. 1 h 1 mn^m(Dmn^^^ 

-h^m-^^, K^^^y hRS- 1 0 0, RL-10 0, RS-3 

OD, RL-30D, RL-PO, RS-PO (7 ^7 U ;i/^X^;i/ • ^ T^r U 

• ^ ^ T ^ u zi/^J^-fb S u • r>^— •t^Ax^zi/^M-^^zpi) . 
5&i^®5^-f F9¥^y (n-A • 7r-'7?±) :fe^®7^^ UZI/^^jKU *7 

[0 0 5 5] 
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(Carbomer) 934 P, 94 0, 94 1, 974 P, 98 0, 1 
3 4 2^, ^V'iJ^T^y^ J^y (polycarbophil) , A/KU :^3K-7 >f ;v 

(carcium polycarbophil) (t^^Sa^iV^•rtltJ B F FU »y ^ttlS) , A-T 
>?.>!7=I- 1 0 3, 10 4, 10 5, 304 (V%f*l=fo^3^&ifiifi^ (^5f5) IS) J&ii^^J 

[0 0 5 6] 

w/w) , m-1^L<l,tms 5fjt\i^Lm8 0% (w/w) , $ ^jIC^* b<li7^&4 O^^VN 
b7 5% (w/w) , fl^Mffi/KU V-®•^^^^iJl&3:SiV^L/il^«J3 0% (w/w) , ^3r* 
b<tt^3J&VM.^l 5%(w/w)-e&-5„ WimMitm^^m^t:'^^iZ^/uX\i^ 
T%J;<, ^CO^-^|^m^J(C33t^'5S7jC'IS%^CD'^^^li|?l5 0%(w/w)je^T> 
L < Itm 5 —jjitJ 4 0 % (w/w) , $ ^K^* h < Itm 5 3 5 % (w/w) ^t? 

&s,rziT't&fa% (w/w) liS^mmmjJ)^^)^^ (M> 7jc, ;i^y-;K x^iy- 

[0 0 5 7] 
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a 

0 0 0 ytim. $ biZt^th<itm^ 0 O^V^b^^l ,4 0 0 /imT'^So 

m<Dm^^Mit. mo .bfjt^yhmQ 5% (w/w) , ^ff^b<ttlt5.o^v^b 

i^8 0% (w/w) , S6,{C^^b<«^3 0;fcVNL^7 0% (w/w) T'&§o 
[0 0 5 8] 

i^-^MiiLTtt> M^Jisjfu tf-;i/T>n/3-;K t: F^^^>::^^l^;H2;^^~ 
>^, jif U:i:5^1y>irun->n/, jKU tfn;i/t?n U :/;i/nn>y ^ F 6 8, T 

Di-soi), ^filMsKU i^~;i/trn U K> (i^nxjKbfK>) , -fSSilSfc: Kn=3r 
>>:/ntr>n/-fe;vn->^ (l-hpc) ^^3^)<fflv^e)^^s. Kn=^S/:;^ntf 

tiSo ^^^fc^ilUTlilSam, n/N^^m. '7^J\^WL> vl/>f>m^ 

[0 0 5 9] 

r;pn-;i/ (M, >t 4? x^y ^) ^®j®S55i^!^{c^»PbfeM-a' 

Mfex:^i^-b*:*^e>, Sig^&sv^^iitlil®?^SI, ?t?R^Sf^afa®?i-^i^^iJ? 
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, -e®¥i^!|S^M«^l 0 0 fimt£\i^hmi , 5 0 0 itt mT^S AW* bV^ 

o 

'fbjWilbTJe:^®, i57x>^. =t/\'!7m> y^/vWl. v W^T 

LTj^I ^VnLj^I 5% (w/w) . 1S'th<itmiiS:\,^hmi 0% (w/w) , $5) 
lCiJ?*b<«j^2;5lVM>^8% (w/w) -e&§„ 

M^m^itmmM:n-v^^ y^rm. j^yzt-^^ y^m^iz^^jmic^^zfu-n 

y'^-t^^iiXWM-t^:r.t.f)^x^^o 

[0 0 6 0] 

II. m(D^mMK^^mm 

0% (w/w) , i{i^*b<^±i|^5;&V^L/^5 0% (w/w) , $ fc^* b < 5 ^ 

v>b3 5% (w/w) -efe-s. 
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[0 0 6 1] 

lijy^, T-feh— hu;i/, ^nn5fx;vA. :>i^i/>i'n^>f F^^f}&'^Mv^e)tl.s 
n^N^'^, -7^;!/^, vi/>r>^^if®^$:j&D;tT=fe j:v^„ 

;i/T;I/ =1 if ^ nTMjKI i: b-T^mb T % J: v>„ 
«^J^MIC j: iJMIlc/S ^Jt J& if®^«Ri&Jiilfff?:M-^bT % <fc V% 

o 

[0 0 6 2] 

m^itmomBmmm(Dmmmt.hx\t. %m. y'y:fy> ^-y 
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x^-^, /^^ir;i/n-x m) Ttrir;i/PHi o i^h) > mm 

, ^^-=L^m. v:>/-h~;K eKM*>ir>fm. j^m'^^?'^ ^"^7 A, mmiJJV 

9. 4w/w%, U<liJii5l2 O—Jiilig 8. 5w/w%, $ b IC^f * b < li,^ 3 
0~$59 7 w/w%T?fe-g>o 

[0 0 6 3] 

S^^aSS. ECG-505). nx:?!j;i/^ n-y?.:h h U 'i7A (Mxli, M^h 

mm) r^t;^vj\^). ^nx;Kt?F> BASFt±^, nuF> 

mmm^ x^r:^-:/n^>^). §P^^a'fb7^>:/> (ifi^l:^ («) PCS) 

*<Mv^e>;r^, mxit7i^iimmi^xm,yi^. mm. :^^\^^ii.m^mmLx^^^mm^ 

4)- i: ^ © ISfc^^ -V 4^ ;i/ ^ if Jc J: y jgijS ^ JSa S it S V ^ S 3 

[0 0 6 4] 

3(3Dj:^^^i[n^f!lilLTtt, MAli^^jKI (M;tii> S/hM, ii^^y. T^i^ 
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mi^W?S1£^fff. jK U :r 1/ >fll Jte^x x J: 0^ U :r ^^p $/ 1/ > y 

-IS^cMv^P)4^'5:&^, m:^iS. m^> M-^^iftcj; y^Tfcti-So ;H:#:6^{clt, 

> mmmmm^ti^iznmiz'^^jm^KmM^t^. m^^^^^ni£M(D^^mm 
':f^}v^iz^mvxman^mmMthx%^\>^o 

[0 0 6 5] 

5 2 ffiiE# 2003-3026522 
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-fbtM-u-^A. :7;i/^h~x> v>-h--;K y;n:fh-;i/, 

^;i/i2;i/D . •^^^>> ■tm^'fyzfy. iKUT^u;^^ (M, 

:!!j;i/7K^$/^5^;i/'fe;i/n-x> ^Ky n y K>> jKyx^ 

ti, #ic, bv^„ 
[0 0 6 6] 
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[0 0 6 7] 

-B:T(cast):7^';i/Ai:-rso $e>ic, nmM. ^^M. mim±m. u^M. m 

(^*L<lil 0—1 0 0 0 ^:^n>M) lC-?-tl5:J[£lf> rJ^V^T~^?0C^fgJ^L/ 
[0 0 6 8] 

i: e> S tl T V^ S e> & #11 S d {C j: o r # 



miiE# 2003-3026522 



#2 002 — 065734 



e> t>*JC:4-:t/t n (psyl 1 ium)S^^ ^ ^ if ODl&i^ffi ^ > A ^ b < 

— f yn-f i/>> L-u>( -yyist^mzh --7 ai-j]yr'^~yt^if<^Mmmf-Wi 
2 )?)^ e> 1 2 * -e® r ^ y ^jS; if 4xs„ 

[0 0 6 9] 

i*Ji^^b < »:fei5fc v':^ ^> if bT VAT J; va, 

x/>5^-;i/Ktt(Z)FD&Crf;i/-2#:&5>tJf{CFD&Cl/'>y K4 0 -^^fe if (Z) F D 
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mMic itmnm 0 . 1 5 0 m*%> u < o . i s o ms%(^ 
mmm^^^^ m i e o ^^cora, b < i i s da-®ra, j: u 

0 5pJ>Je^P^C|ia-r-5PJ^I^i$lia^Rf:*W^ bVN. 

[0 0 7 0] 

tSfiaiJ;?^M(3D$gM^#ic^'r ^ i o — 9 9 * b < » 

^3 o~^9 0M4%T'&-§)= iS -i/^ h U >xi±/? -S/^^n^j^rX h 

1 o~^2 5S*%'^s>s. ^^'ft;^(3DigM^#:ic^t-S'^^*ii*«ro. i^m 

[0 0 7 1] 

mmmm-^^m-t^mM<D^¥mit. mmmcDmm. ^n. i^^m. mm- 

m^6 0 k g) -A^fcU> Mm. #M^#lilbT> ^tl^tll HJf^jO.O l'- 
j^ 1 0 0 0 mg/kg, ^ b < 0 . 0 1 10 0 mg/kg, J: U 0^ b < liiMl 
0. I-'JI&I 0 Omg/k g, t.*Jt>ifmo. I'-^S Omg/k g S:. :&:&>-e 

^. iffiabfej:e)tc^-^4i«^<z)^#x^i&-r§oT% mffBis#*J:yii>^v% 

^ e> v%^H*t? if O <fc S r ii % W 

5 6 miiE# 2003-3026522 
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«MPi8#-eitai&iiji kg#:m^}fey^o.o 01-20001118, nt.\^< 
lij^o.o i~5 0 omg. ■^h\znt.h<\t. ^0 . i~i 0 omgg^-efey 

[0 0 7 2] 
[0 0 7 3] 

KMh. ^■^X^m'i'^^'^. lUPAC-IUB Commission on Biochemica 

1 NomenclaturelCif:SIBS#^SVNji^^:9-S^tCfel:t^'RM!l^#tC»o'< b 



Abu 
A i b u 
Ala 
A r g 
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vjr 1 y 




xi 1 S 




lie 


. >f y ut V 


JLi e u 


• m ^ "^y ^ J 


M e t 




1VT 1 ^ 

N 1 e 


: y u V 


TIT ^ T 

N V a 1 




P 11 e 


: yx — )v / ^ — *y 


r n g 


: y X. — yu y zy ^ 


Pro 


: 3/ n y ^ 


CPyr; Lriu 


• 1-^ n ?f XKt 13 ^ y iS& 


S e r 




T h r 


: U:^ / 


T r p 


: h U 7 h y T ^ 


T y r 




V a 1 




D 2 N a 1 




DSer CtBu; 


: CJ-tert— y ^yi/ — D — 1Z y ^ 


D H 1 s (ImBzlj 




P AM 




B o c 




F m o c 


: y — ^ JVyT W — Ju Ju7\ ^ zy — /v' 


C 1 — z 


- 0 >f i-t M y^ > > 0 "5 11 * «^ y '-^t 11 y 11 > 

; ^ — y n n — JuTT^zyTJ JvW< — JU 


B r — Z 




B z 1 


yv* % J ■J*^ tl - 


C I2-B z 1 


: 2 , 6 - v^ nn<yV}\/ 


T 0 s 




HON b 


: N-n Kndps/- 5 -y ;ix>j<;b:^^>- 2, 3 -e;:^;i/jK'ap 
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HOBt : 1 -H Fn^i/'OV^bU TV^~;i/ 

HOOBt : 3 -tl Fn^i/-3, 4 - Kd - 4 -jT^V - 1 , 2 

MeBzi : 4 

Bom : /05;>';p:t=3rS/^5^>'V 

Bum : t - zfh^i/:;^^^}^ 

T r t : h U ^/^ 

DN P : s;::! hn:7a;-;v 

DCC : N. N' -i;S/^^n^=¥i^;i/^;i/Ji<$^>f ^ K 
[0 0 7 4 3 

[0 0 7 5] 

6. 7ml a)^^;?KlCif^U rt-^n l/U > 5. 8 g Sr^f^bT^. ^tllCgQlC 
^i^. ati^bfeJi^UfLm (fiS^*^dS-^«: 15000) (51. 6 g) Sr^t? 

^:;^np;pi^>^?Ki 3 8 g^^inb, h^-^ ^•i^--e9 4M^^#fL>fb ( . 
El^iS: : ^6 0 0 0 r p m) b^=^. i5r;tcM^b;fea c:ti^^«?)^^> liji 
LlilD?asiciglfb:feo. 1 %jj<u if--;i/T;i'3-;v (pva) 7K^?Si3. 

, ^^-9— ®lBiKI5Cli*&7 0 0 0 r pm*^IL^l3bfea r (^)W/0/Wxv;i/e/ a 
[0 0 7 6] 
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5 . Omg 



2 0 . 0 mg 



[0 0 7 7] 

(1) -rx h:^5^n> 5 o mg 

(2) h-:^ 3 4 mg 

(3) hi^^DnS/jll|5& 10. 6mg 

(4) h^'euzi^ymn (.(D^jm 5mg 

(5) X-rT U ^^"'i'^^^^^A 0. 4mg 

(6) :j!j;i//i?^re/>^^;i/-fe;vn-:^5Jj;i/S^^7A 2 0mg 



[0 0 7 8] 

##M4 y> Kn>y>^^#:y j::!:^ Mit^^ftlSic (LNCaP-hr j:OTDA PGa 

LNCaP-FGCfi j: tJ^MDA PCa 2hmmm S:TVKn>?f>S:IS5V> (LNCaP-FGC 
lj:RPMI1640+10% Dextran Charcoal (DCC)-Fetal Bovine Serum (FBS), MDA PCa 
2bliHam's F-12K + 25 ng/ml cholera toxin + 10 ng/ml EGF + 0.005 mM phos 
phoethanol amine + 100 pg/ml hydrocortisone + 45 nM selenious acid + 0.0 
05 mg/ml insulin + 20% DCC-FBS) tp-^mmVtcLo ^^»Jt5gUJ&V 3:&>&8 
J!rMPJ.±mm-^mm-t^ tmm-t^ J^oKf^^tco -€-®M^-etl^tlLNCaP-hr 
j:t>*MDA PCa 2h-hr t^r^ntco 
[0 0 7 9] 



1 2 0 m g 



6 0 
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i:fjm LNCaP-hr (T > Fn>5f fefi^VN^^^M-eSOMr^^^) e«fct?LNCaP-FGC 
0BS:245ty I/- hlC40000 cells/mL/well-e#^, ^HO.Ol^^blO ng/mL^T^ 

y^hy^'rT^iy^mmv^ mmsBmzmmmiimmLr^o mda pca 2b-hr ( 
ry\^u^y^m^r:^^^WLX'6mmmm) ;i3i:miDA pca 2b $ihss$:247^>^i^ 

— MC40000 cells/mL/well-e^^, S0O.l3i)^blOO ng/mL ©-5^:^ h X5^n > ^ 

^inb. mAn4H^ic$iHJiSis:&ltMb?to 

(M*) LNCaP-FGC^ cfc t)«MDA PCa 2b® ii5iJi-5^^ b X D > IC j: U {gii S tl C 
^1 , 2] o *fM6^lC, LNCaP-hrfe j;yfMDA PCa 2b-hr h::^5^ 

[0 0 8 0] 
2 



\3 



[0 0 8 1] 

[^re®^m] 

[®®®m#3&§iW] 

[01] LNCaP-FGCi:LNCaP-hr (T > Fn^>lS^^tt^) ^"r:!^ h:^v^uy 
[2] MDA PCa 2bi:IIDA PCa 2b-hr (T> Y^U^yWm^'^W ^"r:^ 
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